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TLETHb, $/2. FTOLEFABLUCMMEREMME T TECD 1 4 BEOHEE 137
DOEL P EEREAL LA S, FMEEOMESTCD 1 4 0HllEME 2T aZ Eick WEslT
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DI|ZEETHZE O TED, Pl X, EFRFAOMKSTECD 14MH%0~0. 1pg/m
LiL., BRIMERZDMHEZ 0. 2 g/ mLEEE LTHEME L, B, B
iMoo E LT 2% TH D,

RO EROEREIL, BAFE2~400n TNl REHEo7 I J BEEr b 2T
FRTHD, AREHONTF FiE, BVES2~4 DTN EHOT I/ BREH,D
ho REHDNTF RiE, ARHOWMAE AR TZMEE LTHAHTH L,

FEHOELORERKIL, BFAEES 1 CL#Ho7 I VBEAAS BRI N #EEEL 72 8 ~
3073/ BEEISLDLIANTF FEREL T, ABHOHMAEOERFETH L, HIR
ELTHWRANTF Folfd Luwlid, KREHoERoBKO~TF FROUREFIEFS 212
EOT I/ MBRAOERLA-SMHEU LTI VB ETRENTF FTHL, [BRHIEFE
2B T I /B oEEL-SMHU Ll 6L To7 I/ Brbhb 7T F] &
2. TRE1l) ~9) OWITNr0T7 I JBEFzELNTFFTHY), BAIFS2FOT
LB ER T 2 EMAB L F A THRAERENTH Y, &1 0@ L, 1 2MELE
CEBBRIIL6METHLZ2ONHE L,

1) Arg val Asp Ala Asp Ala Asp Pro (E#IHZE6)

2) val Asp Ala Asp Ala Asp Pro Arg {@EFIHS7)
3) Asp Ala Asp Ala Asp Pro Arg Gln (EFHEESY)
4) Ala Asp Ala Asp Pro A:'rg Gln Tyr (FFIHS9)
5) Asp Ala Asp Pro Arg Gln Tyr Ala @EFIHZE10)
6) Ala Asp Pro Arg Gln Tyr Ala Asp @EFIFS11)
7) Asp Pro Arg Gln Tyr Ala Asp Thr @FES12)
8) Pro Arg GIn Tyr Ala Asp Thr val @EFEES13)

9) Arg Gln Tyr Ala Asp Thr Val Lys EFIHE 1 4)

REHO HEOFMIIARHONAEOEROBEIWGEH L EBY TH D,

REEHD AT F FIIAREHOPAO OB GCH L B L W T2 2 EATE
Lo
[ hi #1]

DTz, EEflE b o TAEHZ —BAEAMICHE T, Thbid—fE LTRTD
DTHY, AEHEZINSL L WMEREEEINEZ IO TRV, T, UTOREB BN
THWAB SIS TTFEBNTHEAL LTHYWERLZB S EITL DD TH D,

B, LTFoEBICHER LA EEAMERUCKLERZNFIIPr oMedD x 448
BUFSera Care Life Sciencef®B2BEALT,. HHLA,
(EHM 1) BT F FEHEE LK) 70— Uik ofpE
1— (1) HUEE a7 FoHE<] >

B &5 2 IR oy (R7IFS S ICiEo s 3FH256 S HEHORTICEY) %
AHTDHRTFF (LT, S68_7FFERRK ©. NEKTSHEZNMLTH Y ) 7TH
HELHEGS®DLAD, NERRIZVATA VY RIEALTER L, Thbb, X775 s
BWABIA433A (7794F) 2AWVWT, 7T/ BENZE-TTI/ BHI6%20E
RN, NEBIZAFA YHOT I /B AZRBELEBSR 2T o7 S LIz F
FIZESEIZ LWL v L, =— 7 IV CTihg s Bl ufd, BEEEK THER LR
FElR L7z B NAMEE T FldiEgMk, C18HMHHPLC (CAPCELL-P
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AK., BF#®) 2HVTE5~70%0 7o P VEEOER Y Sy FTHEB L.
HyoS7F FaegtalamIl Lz, HIZL A5 IXdEEE L, KR FFELT
2~3mgxEi,
1— (2) Bl TF FeRAVnEATFFE ) PIBEORE ] >
1— (1) THRELZ2EEONTF FE2ENEFNEEKTLI 0meg  mLICEHL.
10mg,/ mLo<L A3 FMEF—F— ) yxy bATY7oY (Imject Ma
leimed Activated keyvhole Limpet Hemocyan
in (KLH) (PIERCE) ¢ESRES L, BT 2 M KINHE, HHEAEKTE
WAL LZZNAP—10%546 (Fw¥vh SAFHFA L) CHEL, S68~<7T
FExv ) 7HE (UF, S68X7F F—RKLH!EH) # 1megfli, UToEHHHIC 10
CHOEAHEREIFEHALAKLHERZHE CEHlo- b2 MR L7,
1— (3) RLTaTF FORR 2 >
RIWRT2MEOTF FEMNE, X7 Fo@ME (PSSH- 8, BEEEm) %
HaT1— (1) EBRCEERL, BRI, X7F FENFRE2H5mgBi. &b,
Fho [FE5] BUToHPICLERTLIATF Fogfze., ME] 3EFFS 5 050#
@73/@%%¢Kﬁﬁ¢%ﬁ%%%%§

wE | E 72 RS 5 E=

20

Thr Thr Pro Glu Pro Cys Glu Leu
P00l |1-17 |Asp Asp Glu Asp Phe Arg Cys Val 3

Cys

Arg Cys Val Cys Asn Phe Ser Glu

P002 [ 14-32 | Pro Gln Pro Asp Trp Ser Glu Ala 4
- 30

Phe Gln Cys

1— (4) BT FFeHwExSFFE ) FIBEORR 2 >

1— (3) THELLFNEFNONTF FEEFNREN). 1M EDTAZELPBS
(pH7. 2) THMEL., 1— (2) LRI, FNLFROXTF FICKLHWES L
FNZENRONTF FE 1) 7HEZ 3mgfHi,

1— (5) BT F FEHREE LK) 70—+ uithofpilid] >

1— (2) THELLAS68XTF F—KLHIENTA2RY) 70—+ ke ift+ s
e, S68NTFF—RLHZHWTYHFRRELZTo7, Thbhb, S687F 4
F—KLH&Z100xg%500 LoEBEAEKIHERL, 500puLo701 2 F5
@7 Va2 (DIFCO) CLERBESR., —2—V—F5 2 FRAYHY JLihTF <A
) AA2, 1—2. 2k gHHETECRS L, 02 HM#ZE, S6 875 F—-KL
HEZ100xg%5 00 LOEBEEERKCHRL, 500 L7014y FAREET Y
23 (DIFCO) LERBRESR, THETIRS Lk, 8B 2 HME, S6
8NTFRF—KLH100x g% 1mLOEBEAEACHH LEFRMICEES Lo
FeG#T 1AM, BERL WML, B LarWHmE % 78 L, PiEegEL
oo FEHLMFICRAABAEE I 3B ERDIHIIHBET VoY 2% R/ML. 4TT1
R FEdhEfe . T L 2 2 i B Lo, RICIEEZE 7 6 mM Y Y B&EK (LT, P
BS (pH6. 4) ¢F#H) THBL. —HEW LA, BMEZEBE, 7974 AF 0
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o (Iaby TAL IVERT) WTSIAL EELALT gGlingE 0., IMZY Ty
EMEE (pH3. 0) Ik hEdL, WEIAEEZ, PBS (pH6. 4) TEMN
., 280 nmOERELVEABELEN LA (B%FEK 0. 533mg/mL) o
PiBs, BN WiER S 6 8X7TFFE) 7 a—F+ ke L# T2,
1— (6) BHEATF FEHEL LK) 70—+ uiihofpii 2 >

1— (4) THBELAZZNFNRONTF FEx U THERZHWT1— (3) EREBRICHE
ERUH MO Z{Tw, FNFRONTF FEY) 70—+ LEE (P00 1 BLUP
002K 70— F k) 2HEELL, 2B, 0TI 2 r ABIIIANTF FH v ) 7H
F (0. bmg/wH¥) 250&%5 L. RMEZNENLORME RMFBEP OO0 1B
P00 2) 287,

1— (7) BFEBER) 7 o— ko

S68XTFFRYZ7T—FNUIMELY S 6 8T F NI T 2iME0AZFERT L 4
Dy UTOHER L NIFEEFREZT o720 TT. VAFTA VEBALLSE §XTFF (
LF, C=S6 875 FEid#) #SHEAZNMLTHAHESEL LD, v 2T
WHoTSulfolink Coupling Gel (PIERCE) 1mLa&740
C—S68_R7FF200ugkRELIIE L, BUGKRTHRE» LEWHEE 70 v 3
L. S68RTFNEET 74271 —HFLeRBE LI, RiZ, 1— (3) WKiL#Ho
R I ¢GED7. 92mg%k 7754 L. VrBgB@gidig (pH7. 4) (F v o,
IF. D—PBS (pH7. 4) L il#H) THISAREEL, RIC0., IMZVI VER
B (pH3. 0) THELAHS 6 875 FhEZEE L, BH%Ep HE i
RLPBS TENZ, EHEHBEE#280 nmoOBEREL V&R LA (BHEK: 0. 5
33mg./mL) £2A, 0. 52mg®dILS 6 §X7F FHfE (LUF. S 6 8HifkE it
%Z) 73371%‘ 6 5}17};’ o
(EHH2) GEATF FaefEe Lt 70—+ Lo /fs

ERIL— (2) THRLAZSE68RYFF—KLH20xg%100uL0EEIHE
L, 704 Y Fge 7oy (DIFCO) ¢EBESL. Wistarsy 38
W A ADFZBRIE 7 2 by FIZ100p LT2o%S Lic, 2HME, e v/ 8z
LR & 2 1T o 7o HIRRRL& XL WERE - T3 072 [y o — U PR ERRREAM
1 83—, 1909 14 GESRH) Lo TiTol, Thbb, V@i
AL AF— (77 Nay) ZHWTY YNEES#L, S 2o0—<HM (Sp2./0—
Agld) 5 1TREL, RV FLry 7)) a—E2HWTHBRESET 7. BE
L7-#iiaz HA TEHIZEE L, N1 7 F—vx &%, BHOHAERZEELTWE N
ATV F—E A7) -2V L,

AN —=y27FsCD14 (1—307) S286C%EHEL— MIEHMEITLE
LISA¥ EZRANE, ThbE, A4/ 7L—F (Maxisorh, NUNC) 120.
IMY C#REH (pH7. 4) Tlpug/ mLIEAMLAZsCD14 (1-307) S
286CEETINICS 0 LIRIML, 37CCIBMBELL, RICTV—1+2A1F
REAKTHEPEEZ. 0. 1%BSAZELPBS (pH6. 4) 287 L2100
LAML, SRTIEEHELT IOy F V72 fToi, BoNiNng 7Y F—vdbi
YTV LR EEESZSYIOVIENL3ITC LIRSS ELE, 0. 05%T
ween20%a8hEMAEEKTIMER L, RISV F T 57— FHERHS v M A A
Jrua7) Ak (DAKQO) 21 0% FMF2E&LPBST1 00 0/BCARL A
BHEZ T TS 0 n LRI L7Aze 3 7CT1BMENHE, RS MEELT ~ 5 2
FNARYy YV vER (TMB,. BioFix) 2387 2V LA, EIRT1 00MK
JSfe, 0. DM B TRIGEEIE LAe 45 0 nmOBHESE 7L — M HbERr (
NJ—2100, HEA 7= F) THllEL. sCD14 (1-307) $286C
AR OGTAMMEEAELET AN T F—< k&b TR ER L7,

i, BRLAY VI WERESR - TEL/F [H7o— YHuEEBREAM] 8 3
H. 199 14 GESM) LA TRASEICLIV 70— 7 & fTo726 10H
%, FiEIZsCD14 (1—307) S286CIIHTAHRNMEEZREELLTAZY) —2
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Y RATW, 6N, T F—wwBIR LA, EIRLAZNA 7Y F—<%2 1 0%FC
S/RPMI—1640# (Sigma) TH#E%R, Hybridoma—SFMEH
(Invitrogen) THEBLINEEZELASE, 7071 GHF5A (Proserp
—G, IVEKRT?) 2HVWTHAEZHEELL, HELAF1146—17—2#Eoy 75
A T7%F 2 NIV AEYFFxy b (ZYMED) #HWTHEELLZLZAYTF A FiXT v
FlgG2hb: e Tho7

B, sCD14 (1—307) S286CH. WO01./729935L#HoEKA
QITEBRD HELZ AW TR L 2,

(EHF 3) v MESTFECD 1 4 ol RoMst

EHE 1 ROEGE 2 1R EoTEEHNT, Y F4vFE AL L MESGT
B2CD 1 40flERE M Lz,

3— (1) #¥Z v FCD 140K

FT. o FAvFELISAEOEZDOHMAEETE5sCD14 (1 —-285) @+
LT/ 70— WHAERRET L0, FOREETHLsCD14 (1—-285) 2K
BRI CRiE Lz, s CD14 (1—285) ZARBRTHEEIYLLDIZ, UToFET
WSS 2AIFpTrpl 65 9%BEELL,

F¢. 4V T~¥—8, 1l inkS (b —age tta gga att t—3°
) (EFIEFES15) RUOFYUT<—8, 1l inkA (5° —cta gaa att ¢
ct a—3") (EAWEZF16) ZEHLA,

IhHEDF) T —RERBESL. 99T T oMANEL 271, BiET ThArIicgH
LT7o—=D T %o/, &86ICT4 Polynucleotide Kinase
TH Rz )y BALLTY) v h —2{ER L 7,

Rty AT9A<v— (5> —aca tct aga tga cca cge c¢a
g aac ct—3") WAFEZF17) ROETVyFLrATI94<— (57 —ttt
gga tcc tta cta gag atc gag cac tect—3")

(BEHEFH=18) &L, WO01,/72099 350MoERP o523 F
pM1659%%8MicPyrobest DNA polymerase#®/flwTPCR
2T o770

ERiEx 9 0CT2 oM L%, 98C 108, 55T 308, 72T 1
GOFA 7 NE 3 0EEYELTIT- 20

BoENEH900bpntEiEH%E, XbaltBamHItTdouble dige
stionlLT. DNAMKRZREIILZ, HFHF06—-0252 8 95AHOERK 1 0
W77 —pM710%, HindIII¢BaHI&ETdouble dige

stionlLZBIC, 7Fa— A VERKEZITV, ML LA, BHE LAY B LEA
Dr%—, PCREMBDNAWA /Xbal+BamHBI#btlk, #LT~xs%—-/H
indIII+BamHIMH®3HERZ ]l igationlsz BRI (three—way
ligation). . KBE2IYEFYy 4L (JM109 (TOYOBO) ) 2t r
ansformation®fTw, HHOTSAIF2E&hra— 28, 79 A3 F
DNAWREEIC LB L2,

KIZsCD14 (1—285) #4FT2-00]E79 24 EERKELZ L 0
Rl—Ta vEICE DR L,

¥, KIBEJE7924 (J. Bacteriol 173 4799H (1991
Y) U= ARy 27X VEEL, LBE#MICTI 7T —MERLA, 85125
OmLOL BEMIHELEL, 600 nmOWEEENA0. b~0. 61245 F THEES
BT, B 9228 3 00MkE L, RICKIBRZER L., K& LARERE
AT 2, KELZ1 0% D0 — ViEE Tl REEE LRI, KELAET 0%D
)T —WiER1I 00 LICEBE LA, b 0u L2022 K0F 2 — 705 ELT, il
EETEMFHL, 27Ty eV (JET924) 2B, HHBIC-80CT
{%ﬁ L?LCO

K, JE79242v¥5 V50l pTrpl659#830ngkLl
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7 hARL— g ETEALL, B3IEIBIO—RADHD®Gene Pulser®
R Lz T2, FOROREIX. Vol tage2. 5kV. Resistor 20
0Q. Capasitor 28 uFTiroke £0#%, 5 0pug/ mLO7 ¥ ) Y
PEOLBTA -7 L — b TC—HiERTAEILET, pTrpl65 9HEBAINLBEE
ke iz, 72— 2L BEMIZIT3 7 C TS LRI, i LWEHICHE
MELEL, SHICRMERLA, 600 nmOUNGEN2~3THs I L &EFIL,
32— INDOLEACRYLIC ACID (Sigma#) ##EF100xg/m
LoOBETHRIML, 3 7CT4rMEE#EEZITVY, sCD14 (1—-285) ZFHEiEHs
Vo RIZ, KEBWZEIL, Bug Buster Protein Extract
ion Reagent (Novagen#t) ZlHwTInclusion hody%
LAy FOH, SDS—PAGERANNYy 7y —ICTHHBR L. SDS—PAGE #frw
CHCD 1 4ifkic L dWestern lottingTsCD14 (1—285) @
g‘%ﬁ%ﬁ%?ﬁ?tf;’o

REEHsCD14 (1—285) ZIEMICTET7 92 4 E&E#REL 1 LoL BiH
THRLUFE Lz, FTEsiem o sB L., NBR 2 £/, #iA%tD—-PBS T
L. £D4EAEIC5 0mLDPBug Buster—Protein Extracti
on Reagent (Novagen. MFBug Buster&it#l) 2mMATH
WL, BETIOSTHEBEL-, HABME, 100y ~r—ay (US—3. #M
REgean) MHEL, 10000Xg., 4 CIKT200MBELPEEL, LiFekE L, BE
EAkIZY = —a L, BN B%Z50mLPBug BusterlZEL
oo BB ImLDO10me / mLOY V5 —4 (BALFLIHE) 22 TR HEE
B, BHTIOPHBEL, T T200mLl1 00D 1BDE#EEBug Bust
er ZOIATHRHER, AFIGELTHEL, EB2lRELL. SO, 200mlL
D11 08EFENPBug BusterZMATESL, MKCELTHEL, 2o E%E
By R L7 REICESNALBIC100mLAD—PBSZMA. Inculu
sion Body#%x&s,

sCD14 (1—285) opiEd,. ¥ Inclusion Body%®1%®»Tr
itonX100%28CTERER (pHS., 0. v RyI—U) ITHEHF L. HiEEHE
23 AT, ELLIEREEIIN L7, HE1%DTritonX100%2&8TERER
(pHS8. 0, =wEry—u) WWEML, KEBR250 AT OWEBTL 2 45MHE
HWRMHE 2T, BORILERERINL 2, B  1%DTritonX100, 0. 2M
NaOH#&UTEREHR (pHS. 0. =vHyIV—) ICBML. 37CTLO0S
ALEE, &, BEME 3ETo R, MBEENINLA, BoNitBes 6 MOy 72D
CIEMEGUKBHICEBRL, H¥8sCD14 (1—285) #A8L, #EIZBSA
PRELE LT TS5y R74— FOF o877 v b4 B hENR L,

3— (2) HiCD 1 4%/ 7 va—F NV fps

[1] F1106—13— 3#fknfpil
FREEBEOABEBER(EsCD14 (1—285) #F5WMEL LT, £/ 70—+
PLEZEE L2z FF. ddy~7 A6HA ADEMCHEREsCD14 (1—-285)
20ugkh 70 A Y REEF7Va3 8 (DIFCO) FEBESLT200xL&E5L
oo 2T, WEsCD14 (1—285) 20pugk 704y FAGFET V280 |k
(DIFCO) ¢ERBESL. EIEMIC200 4 LS Lk, MIBRAE3HENICYY 2D
FEWEZHUE 5 0 o g S Lo 3 A, EEAMICHEZRIDL, BlEL Y Y 2 33kz 5
BEL ., R TEL/E THE 0 — VHAREREEAM] 83—, 199 14 (
FREkA) W LAmdoTIou—<Mils (P3X63—Ag. 8. U-1) ¢10: 1Tk
EL. KDZF Ly 70 a— A THREE 2 To/ke HATEHICLE D N7 7D F
— < ®EHB, sCD14 (1—285) L#EETRIMGEEZEELTVENS T F—v
DAZ) == Z%EBELISAETIT-7.

¥+, sCD14 (1—285) #PBS (pH6. 4) TO. 4pug/mLIZHFRL
AL TL—F (Maxisorhb, NUNC) of 7T IWIZ5 0 LiEMLA, 4T
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TMREE, A4 XA TEHEHEL, 0. 5%BSAZEHPBS (pH6. 4)
EEVIVIZLI00u LEBEML. 70w F v % 7ol Yo7 v LAEELERS
EIWIZHRML3I7TC IS EAE, 0. 05%Tween?2 0% E0LAEHEAIE
KT 3MEPEH L Ao RICANG F & —PHEBIL~Y AL/ 707 ik (DAKO
) Z1O0% U FMFLELPBSTIO00 0OfFICARLABHEEZEY VL 0 p Lk
ML7ze 37CTLIRMMEEE, FBRICSHEEELT bIAFAXR TV ER (TMB
. BioFix) #2872 MZEMLA, BT 0pHEIGHE. 0. b MIEEEHE TR
SEEERELE, 450 nmOBRNEEL S L — FOXRES (NT—-2100. HERA V¥
— A2 F) THlEL, sCD14 (1—-285) tEATHIMAEZEETEZN A7) F—
TEEGOY IINVEER L, RICER LA ok EHEs - L /2 [Hrao—
PARERERMEAM] 83—, 199 14 GESRE) WK LA THEEMEICLY ~
O—=v 7 L. 1 0H®E, McsCD14 (1—285) WxaTamEeigE: L
TAZ ) ==V i, "A 7Y FR—=%2ERLALEZA] 2EIHsCD14 (1
—285) T/ 7U—FNHEEENAT) F=<d G oMN7,

BIRLANAT) F—<%10%FCS/RPMI—1640¥H# (Sigma) TH
#H,. Hybridoma—SFM¥EH (Invitrogen) TEBELIUAELEES
¥, 7uF4 YA (Prosep—A, SVET?) 2HAWTHAZERL 2,

Bl Mo A TH2F 1106 —13—-38AoF 794 7% I s0Stri
p Mouse Monoclonal antibody Isotyping Ki
t (Roche) ZAVTHRELALLEZAY T AT FZTIgG2b - k THhols
[2] F1031—8—3kufkokR

F1031—-8—38&IIW001,/2208554MOERATIZEERDEEHN
TREL 2o I ERTNE, v b IFOCD 14 EHE 204 g2 EEWWHERL, 7
04 v FEeE7 P23 F (DIFCO) ¢ERESL, MAU 2HMZIZ2HHEE
v AR S R LA 1AM, WEToiAfo LAt W001./2208 5548
WMOEEH 5 & FBRICHBZ e FCD 14 EBOEEOREEEEL I SABEICLViERL
Foo ¥ ADNENIEICHIFE L 00 4 g2 WS LREES 1T, 3 HE, BEEHH L,
Mg & v ) voNEkE L, S cu—~HilL (P3X63—-Ag. 8. U, 1) £10:
1 TCHRELRE) S Ly ) a— e AnTHREES2TTo/ke HATEMIZLI D NS 7
D R—=2#RL, 1AMZENICIAEEZEELTWEN, T) F=DA2 ) -2V
2 LEAEEROEL I SAEICE DT, EMLLATBRCD 14 &HE &S L2
A7) Fe—wZBRAFEICIY 70— 7L, 1 0FREFICAZ ) — oy 7 E2Fn
VHCD 1 4&BABE ) 7 uF— Wi E S, AR RIAE LT, IsoStrip

Mouse Monoclonal antibody Isotyping Kit
(Roche) HWTHE LAY 7471 gG2b -« THHF1031—-8—3
A EE 7,

3— (3) e MESFECD 1 4 0lllEZR O

vMESGTECD 1 4 2 REMICHMETEELZREERTL 0, /1., 2, 33— (
2) WKW EE2HWTY Y FAvFE T ARTERLE,

[1] ~<WFF 5 — BREBHE DR EL

NNAF Y — R ESoFE (J. Histochem., Cytoche
m. , 22%. p. 1084, 197 44) Cwidmgn~ltFIy—+ (HEH)
REBACERHL, 100mMoBIYEBZRML25CT2 0 50MEIG LA, HIGHE
TH, 1. 5% ZF L) a—NEHRML25CTL Q9GS 1 mMNENE T
(pH4., 4) O LTEBR L7 WM L~ZF1031—-8—3MAERUTF1106—1
3—3fEehen® 1 OmMEREBER (pH9. 5) TEL. 4mgiZxLTO.
2MKBERER (pH9. 5) 270 LML THEM L L z4dmgD St £ 57—+
AL ERICESL 25 CT2BMEG LA KiCdmeg / mLOKELFYEF LY
TARBML, S5 2BW4CTRISE L, RIS EP B SIZEN L., <Vt F ¥ —
PREF 1031 —-8—34H4& (LT, F1031—8—3—HRP&GEEHTLEELD

10

20

30

40

50



(27) JP WO2004/044005 Al 2004.5.27

L) RUNLAFTF—FR#ZBF1106—13—3%HM4 (LIT. F1106—13-—3
—HRPLUBT2EHEV D L) 28, HELRZHZE LEA LIARE L VIAREEZE
Hjl/t'o

[2] Y FA 9 FETARDHER (1>

ARG & L CEMER 1 THES LS 6 SPLAE M L., ERiidke LTERM 3 - (
2) [1] RO [2] THBLAMAEERTL 2A7y 7Y F4 v FE T ARE/HR
L7ze %0556 8HAEZD—-PBS (pH7. 4) Tl1O0p g/ mLIKHKRL, 1 A
J7b—hk Maxisorb, NUNC) ®&F Y LNWIZ5 0 LiEINLA. 4T Tl
FSfe, A4 2K TEEEHL, 0. 1%StabilGuard (SurMod i
cs, Inc) 0. 1%Tween20%BLD—PBSZ&Z 7M1 00 LM
L7awF 7 Lize RICI%BDIEFAME (3C10ZHAWTHHECD 1 4%KBEL
oM, WP, CD 1 AMEmEF ¢FiE&E) « 0. 1%BSAZELPBS (pH7. 4)
PR E LT, 2 PERAMBFRT PGIESRL ME%: 2 0B ICHRL 2 AtRmads
EH%%L?LCO %%ﬁjﬁﬂi%@lﬂ/%t’b 50 2 LY%’FJJ[]L\ 37 °C’@2 E#Eﬁ)iﬂt’??'&f:o
F#ETH, 0. 056%Tween2 0% &LERAEKTIHEEHL, 5%T v M
By 1% AME,. 0. 1%Tween20%&8876mM PBS (pHS. 0) T
0. 6ug/MLIAMLZF1031—-8—-3—-HRPFAZIZIF1106—13—3—
HRPZEYIMIS 0 u LI LA, 37 CTT28EKIGHE, M MEHL, 7 b
SAFNARY YV UER (TMB, BioFix) 287 TIWVICEINLA. EBlRT2 04
MR, 0. bMmEBEBTRuEZEILL, 7L — MrWHESE (NJ—-2100, H
KA VF =49 F) T450nmOBEXEZAELL, FOFKE, E2IRTLIICS6
8 NTF FHEHAZMEAEHLE LR TREFATE LA ST, RiEDEFEAMIC LS
T2, IFTHEHENYE, TAbbARPATERLTWAESTECD 1 4 e TE A

[3] ¥ FAvFEIARDOEE L2
1) EMbufEE LCERR 2 THRRLAF1146—17— 22 fHL, ERbuds
LTE/mAI— (2) [2] THRLAMAZEATZ 227y 7YY FAvFE 1A%
LA, F1146—17—284%PBS (pH6. 4) T120px g/ mLIIA
ML, A4 /77b—F (Maxisorb, NUNC) &% 715 0 u LEEIILZ,
56 TT3 00RIGTE. A4 A TOEESEL, 0. 1%StabilGuard (
SurModics, Inc) &£0. 1%Tween20 (%M 245 PBSa2E
TINMIZLI 00 LIBEML7 O F 7 Lz RIZIBBSAZELPBS (pH6. 4
) AR L LT NIEFRAMFE RO e P EBIESRE MEE 1 0 AR L - &Rk s
Ao MBBAEET Y VY2050 LML, 25 CTT2REMKIG L7,

I TH, 0. 056%Tween2 0% a0EEAEKTIHEHREL, 5%T v Ml
By 1%~ A, 0. 1% Tween20%GH76mMY YBEERE (pHS. 0
) TO. bug/ MLEFMLZANVTFTF—FEHF 103 1—-8—-3HkEgy o
WAZH 0 pu LML, 25T T2RMEIGE, MRS EESHEL, 7 M7 AF AR T
VU (TMB. BioFix) 2872 IWCHINM L. BIRT2 0 0MEmHE, 0.
SMEBER TR ERIEL, 7b— N uRERT (NJT—-2100, ARA ¥ —A v
F) T450nmOBNEZINE LA, 2O#FE. R21TRTLIICS 6 87T PR
BE /70— IUHEIES 6 SHUERE:, IER AME TRz A ER <, RINESRZ ME
THEEEZRTESFRCD 1 4B TE, Thbb, S68TF FEFEETLHH
RIZR) 70— FUMAETH, /70— FUHAETS, 0 FA v T HERNTEDL S
CRMERR T E I,

2) FEAIEE LTEBM 1 — (6) THEE LSRN TF FERIEE LK) 70—+
WHEEEH L2 A7y 7y FA v FEIAREBER LA, S6 SHUEOMbIZP
00 1Ry Zu—F ik, POO2R) 70—+ ik dP01 2R) 70—+
Pk ZEH LMk, 3— [2] RS, & FPEEAMBETO RO FiERE % R
e LTHE L Z20ORFE, B2UURTLIEETF FEMEE LK) 70—
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AAHARIZS 6 8 HiLERAE. EFAIE TIRIZEA YR (., RILVERZNE CREMERT
B TECD14DMIETEL, AERLD, e " ESTECD 1401 ~285FHF
TOTI /BRI ER SN ~16 T/ BBEEILGZLATF FRMEE LTHE
BEANZHAAERZANWEZRTLYT Y A v FHERDVTED T ERERTE L,
F2D++134 50 nmOWBESHFEEMOERED AFL EEZRL, HiZ 2L E
\—u%ﬁﬁ&ﬁ%®W%§%%ﬁo§2

HifsA o HEME
AR k]| BUERE ) IEFA
S68 Hifk & F1031-8-3 Fifk ++ -
s68 Filf F1106-13-3 HfK ++ ~
F1146-17-2 Fiff F1031-8-3 Fiff + -
P01 R YU 7 O—F ik F1031-8-3 Fiff + -
Po02 N 7 O—FILHiHE F1031-8-3 Fiff + -

(4] ¥ FA 9FE T ARDER (3>

EAFLAL LTF 103 1—8—3FfAxMAHL, E%hfks LTS 6 sHthke AT
L3279 T7H Y FA v FEIAREBER LA, RETARIBUTOLHIZS 6 8hifk%
VA AL LT T2 0. 15M NaCl%u&E0. 05M VWi (pHS8

0) WHEMLO., 93mg/ mMLOBEICFELALSE6 3HMAO., 5mLICDMSOT
BRL300pu g/ mLIECHFHELAZD—-Biotinoyl—e—Aminocapro
ic Acid N—Hydroxysuccinimide Ester (Roche
) 50 LlIIL., B T2EMEHELZASSEIG L, ENETHE, BiEr 54 (N
AP—5., 7oy bR FH A2 2) I2EYWPBS (pH7. 4) WWERL;, FHE
L2aEAF 1S 6 834k (Bio—S6 8HMELEEBTLI2EENHD) OEEIZ280
nmOWEEI VERFEE 1. 4 2HTERL 2,

T FAyFEIAREAL, 7TL—F (NUNC) KF1031—8— 34z REM
L. 70vF 7 Lk, 7O F U FHEREEL, 0. 1%BSA/PBSICHEHBLL
sCD14 (1—-307) s286¢ (LT, EERERLBETL2ZEDHD) 500ng
/ML EEESERINL T WEER AT T4 72 b=l LTEY TIIZRIL
oo 3TTCTIMMEGZET V- MEREL, EITT2%T v IR, 1%~ 7 AMIE,
1% W FMmE, 0. 1%Tween20%F0LPBS (pH7. 4) THEHRLLI g/
mLIFARLAZYFF LS 6 SPUEZ 5 0 LIRIML 3 7T TIRMERN Le S
TREEL, 1B CHFR LAV XV —PEHRA ML 7YY Y (SA—HRP
CRHTLEENSHL, Invitorgen) FEMLA, 1EEARERZEHL, TM
Bt (BioFix) TREHE, BFIEETHNGEELELLIS 0 nmOWLEEL 7L — K
WHEETE —Max (BELFa5—7512) CTllE LA,

EIWRTIINARRIIBVTLY Y FA v FETARDNTEL, Thbhb, S6 8
FF REMST ALY, BHEEE LTHWT L, BElOPES L CIESRIEE LT
HWwTh, ¥V FA v FHIERDNTEDL L RZHATEL, E3O++HIIERFTO0—-50
Ong/ mLTOEXEDENO. BAbsBE, +130. 1LE, —120. 1HHZR
LTVvid,
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[5]1 v R4 v FEIARDER 4>

B AR R ORI [2] Mk R T, AR ERAEZ MECRNT2 1 A7 v
TEIARZHE L, Thbb, S6 $MAEEEMILLA 7L — MCIEERORTS 0
Ong/mL%25 LML, IFTT2%Fy NFF, 1%~ AME. 1%703m
By 0. 1%Tween20%80PBS (pH7. 4) THARL 1 g/ mLICFHEL
7F1031—8—3—-HRPZ25xLiEML. 37CTIRMMIIG L, HGH#TZ
TL—hEWEEL, TMB%H (BioF i x) TRBHE, FEETHEZEIELL S50
nmOEINEEE S L — FRBEFHE-—Ma x (FLFaF—F312) THEL, %3
WRT LI EARICBWTLT Y FA v FELARDPEETEL, Thabb, $6 87
FREBETLHAEERTLY Y FA v FHIERTIE, BOCHFICHEER <, HIETE
L ENHERTE 7,

[6] > R4 v FEIARDOHER 5

B AIPLA R ORI [ 2] & ka R T, BA L ERILAE Gk, B4 K
a2 2 A7 v TETARZBERLL, TabE, 0ORT500ng,/ mLOFERER 2
5puLE2%T7y ME. 1%~ AME. 1% 7HFME. 0. 1%Tween20%
HUPBS (pH7. 4) T2 ¢/ mLICFHBLAZF1031—-8—3—-HRP 25
pLEREL. 37CTIRMEG LA, BUMETHE., BIGHZ S 6 8 HUAEAMRL L —
ML 3 7CTIBMEIG Lz 7L — F2HERTMB%EHE (BioF i x) T
L., FIEE TG EIE#Z4 5 0 nmOBEEE T L — MEBEEE—Ma x (ELF
29 —FNAR) THELEe EIWERTLINNEKRZRICBNTLT Y FA v E I AED
R TE A, Thbb, S68NTF NLEFEETIIMERZMATLZY Y M4 v FH%ERT
. BIGEFICEFE L, MIETEZ LD S LR TR 22,

[7] 2 FA 2 FEIARDHER <6

EAF =AML T TV OSRESEFHA LAY Y FA v FETAREHELL

1) ANV 7Yy EREMMCHER L ZIER

A5/ 7—F (NUNC) WPBS (pH7. 4) T10pug/mLIKARLAA L
L7 EYY (PIERCE) #5 0 LHEL4TCT L LEMIL LA, 70
FUoU%, BEEREELO. 1%BSA/PBSKHBRLAZEERORTLE00ng /mL
E2%5y P, 1%y AMBE., 1% FME, 0. 1% Tween2 02&8P
BS (pH7. 4) THMRL2 u g/ mLICLZEFF 1S 6 §HLMEEEZ £ 25 ¢ Lik
ML7Ze 37TCTIMMEINE T L— MeHE L. MIT Tl g/ mMLIZERRLAF 1
031—8—3—HRP%250xLEML37CTIRMIIELAZ, BIGRTHIEEL.
TMB#i# (BioFix) THEEE, FIEETRKILEFEELELLIS 0 nmoBEEEL T
— FEEEFIE—Ma x (BELFa25—F342) THIE L. RARIEREL., U455
S 6 8Fufk, NI FF¥F—FEHBLF 1031 —8—3WMEoFERIMIBWTHIEEE
B Lo RIWURTLANHALE T Y FA Vv FE I ARIFRTE 4,

2) SN AF T —PEBAML S PTEY yERMEAL-BIESR

ARG (4] WRTHETHER L, 3512, S6 SHAREME L — MoERSLE [4
] WL o THB LA+ 7 tF 1031 —-8—3¥MMA (Bio—F1031—8—
JLEET LGNS D) REEBICHEMZE, 37 CTIRMBE L., HEE 1 FHCHR
Lz F F oy —PEBHRA LTI FEYY (Invitorgen) 2ENT 524
T TELOEE L, 1M EEHL. TMBHE#® (BioF i x) THfaSE, &
IFETHEEREEELL 50 nmoOREEE2 L — FEBEEHE -Max (ELFa5—F
WA A) THIE Lz B3WARTLIICEARIIBNTLY Y FM v FE I ARIMFRTE
oo Tihbbt, HENSEY., © MIFTIHMESTFECD 1 4%, S687TF FE#EET
DHAELESFECD 14 I E T4 L2 Y FA v TGS EE, U FF
EANLVTNTED yOMEEOE_OBEKGEAALT, B, ERYEEERLT
GMETEDL ZEDMERATE e B, St rFAMNLV TN TEYZRL, Bl ot
*F oAb E R T,
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%3
i | SL—F ATy Rt
1 2 3
[4] | Fio31-8-3 R Bio-S68 ¥ifff | sA-HRP | +
EFINE S
[5] S68 itk Y — - +
F1031-8-3-HRP
[6] S68 Fiff R S68 ik — ++
F1031-8-3-HRP TL—I
[7] Str Bio-568 Fiff | F1031-8-3- — +
(1) PRI, HRP
(7] Str Bio-568 Fi{f - — + +
(1) R,
F1031-8-3-HRP
[7] s68 Pl T SA-HRP - ++
(2) Bio-F1031-8-3

(EHBI4) A/ 70w MllERO/ER

4— (1) @avf FHESINEERAVLEZA A, 70w M E]T >

MAER, v P A P Tl fATcEzllERe2 44/ 707 MECS OFEL
oo WERM1 (A) WRLA, FT. 2204 F (BFE40nm. B. B. Inte
rnational) ImLIKF1106—13—3WE9xgxEEL. £204 FIE
MEF1106—13—38MEeaB LA, RIZ, 272 — Ny FEMEE L, T4
b, €204 FE#F1106—-13—-38AEEZ520 nmOBNEIE1. 5&kb
Fwarvvar—trEfAbuffer@HML, 10X150nmP33—-Glass
APy T I mLEBRM LT EHBERZIE L, cobtZx 17X M rost#icgIinsg,
oA FIEHF1106—13—-3#MMABIEIH50units (lunitixtOD5 2
0=1. 0, €001 FIEHRF1106—13 —38A1 L) &kd, AR
VIV VIRHBTOL IR LA, S68HEEZPBS (pH7. 4) Tlmg./mLK
AL, BioDo tf# A7 Y=y MEMEEZMHWTO. 75 L/ cmé&%ddLH
Shov -2 4 7Ly (FF85,/100, Schleicher & Schu
el 1) o4 YRICEM LA, TOEED X MI— T4y Fivw AKRY Z70—F 0
WA, DAKO) LEBICEA Lz, BEBALY 7L R, 0. 5% IEAVEEL T
YRV OTHERL, S0%Hz RV BEW I REERES S RIERLAE
MEEZHNTA &/ 702 MEREZHALTE, Thbb, 2 Vas— 8y F, @
f A > 7Ly EERRIE Sy K (9 00##M, Schleicher & Schu
el 1) . Ty 7 NWETF/SyF (33—-GlassdFAT7743—7A4ALF%—, Sch
leicher & Schuell) PBO2079AF v xvFy¥—1 (B
ioDot) ICHiWAF, BioDot#®AMN) vy FHy ¥y —CTommiEiZH v FL7&
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o Y MLIAMN) w FEINY DT —A (2w S50 )7 5A8—) KHARAT
AL 70~ NEREE Lz,
FEL-RELZHANTUTOLANE Ty A 270/, EEREZ 1 %BSA—PBST
10, 000~1ng/mLOEHTIO iRLAvoZ)r7NEL, 2710
Op LEHENET L, BIRT2 00NERTA v OGEZHE L, HIEEEIUTO
kﬁb&bto

(++) (#F A HAHBELALA B NETESL LA

(+) :BBEFEVbODT A v LTHETESL LU

() (BELLXLONEDLNED T A& LTHELE Y L

(=) BEFEDENZVLD

FORRE, M2RUFLCFTLHICT Y V1 0ng/ mLUEOBEEICENT [+
1 DlEoRBENFGLR, 14/ 70% MIERIC L Y EICAEICHIETE 2 2 & DR
SNTz,
4— (2) €ouA FiE#RMGEEHVEA LA/ 70 PEL<2>

4— (1) THERLALA A7 M= MIEROBEMI AL £ 20 4 FESRIAEZ I L
THIE LAz S 6 8HifhnE&Ea v FESZIRCGA LA, 707 NEROFERIXL — (1) EH
MTdhoo FORRE, BAUUFETILIHIETT Yy IV 100ng,/ mLULEOBEEIBNT [
+| DLEoREFE LR,

%4
San-r KER S H7IVBE (ng/mL)
10000 | 1000 | 100 | 10 1 0
F1106-13-3 S68 ++ ++ + + + | —
S68 F1106-13-3| ++ + + + + | -

4—(3) AMNVTRNFEY Yy —¥EFFrRe2EH LA L/ 7 0% MEDER

¥, ANV T NTEY Yy —EFFrFReHW AL 70w NERER L, MHEL
Bl1 (B) WWRL7Ae 7. £MI3 -2 [4] KLADP>TF1031—8—3%ukEz
EdF oMb Lz RiIC&E2T A F (WTH40nm. B. B. Internationa
1) ImLIKA ML T PTETZY 1 0pg®EREL, &0 FEBRAILT FTED Y
BPHELL, @00 FEZAMN ST ESYE25 20 nmDOBEREAE 1. 542
FAawaryvasr—rEMibufferiCHML, 10X150nmD33—-—Glass
ARy I ImLEA LT EBERZERE L, 2OLEX1T7AMroRBIIEETND,
oA FEBAML 7 FPEY BIIHM50units (luni tidO0OD520=1
0D, a0 A FEMA N TNTEY Y1 u L) Eid, SUEEMEA 70 2idbh
TOLHI/ER LA, S68HAEETPBS (pH7. 4) Tlmg/mLIZHAHRL, Bi
oDo t#E A Y7 Vry MEMEEZHNTO., 75p L/ / cm&ibL) =ty
—ZAy 7TV (FF85,/100,. Schleicher & Schuell) s
A VREEBAR Lz 2O EIY FO—=LF 4y vy AE) 70—+, DAK
Q) LRBFICEAM L, BEA 7Ly, 0. %A ¥A r2&L 70y % 7
3O09MEEL, RGNV BV BRERHRS S, RITERLAZMEZHWT
A L 70T MERFEERHAL T,

Tigbhb, 2y Yoy — Ny K, BEMEA Y7Ly, EEWIN/ Sy F (£ 90 0K
. Schleicher & Schuell) . T Yy7IVEF Ny F (33—-G1as
ST S9AT7AN—=T74A V¥~ Schleicher & Schuell) #PBO
2075 AF v sy F s~ (BioDot) WKHivAHF, BioDo t#®A
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Vo sy F—TE5mmigicdh v bl By bLAAIN) y SW@EINY T Tr—2 (=
ST )5 AT =) ICEHAIAATA A S 7 NSRS U, B -t
WTUTOEA AT vk 2fTok, EEFRZ 1 %BSA—PBSTI10, 000~1n
g/ MLOFEHTI 0 FMLADDET TV EL, 7 N100uL%0. lug
DEFFVAEF 1031 —-8—-3%2F0HFE 100 LNEHTL. BEBNTYI T —
ADF Y TNHET Ry FIZ 100 LZHTL, BlT2 0 0RERT A v OaglETHE
L7co £OFFR. BRREFHWTS (1) EMEMHFC100n g/ mLULOBEEIZBVT [
+| LEoREFE LR,

(RHF5) 70— 2V —HEROFR

70— AN—HERIIFERATE6—2734190ETEERTE, Thbb, 1 gy
W (RED VIOLET. KAYARONH) 21 0mL ozEHKICEEL, Y
KTHREZOImMLOERKICHBET L, 7B 0., 2mLICAMEAEEKTHRLZ 0
. bmg/mMLMPF1031—-8—-3¥MA%20. 2mLBEMLA45CT3OWHEA >~ %
N—= T L, KB LTHEL, SN0, 5%BBSA, 10%57 F—A%E
HPBS (pH7. 4) UEMRELHBERMMERF 1031 -8 —3MAEZHAETL, X
WO EEREEF 1031 -8 —3HMAZER 1 immOKE IO LA (No.
6 3. 7 FNRy7y ZHE) L0, ImLTopELTERSY., BEFEZELITTY., TH
MeER S A W S-SR F R T,

ATV UANORBRMBIRLTOLIICITI, F7. ILEI 70tk — A A
YTV (TR Ty ) WHBEEEAKTARLAZ2mg / mLOS 6 SRR
ML, 37CTHHEEEDL, RIZIBBSA®EDPBS (pH7. 4) T7uv ¥ vy
AT, PLUEREA A v 7L v ERERT L, ERLMB e Y VY 7 - AL ONER
THALT D, HMRAFEL WS S LLIE, FUEEMEA v 7Ly, R T L %
F34— NLAAK (No. 28, PRAVFyZHE) . 0. 5mmEDEY #— K%
— MNOBHRE ARG L THERELZ MR T L, Ty I 700, 5mL%
HERBIZHEM T2 CEVFEGEL. 5 TS EIC RIS TR, Z2A215HART
EREBETLIEICIVNERTY
(EHiFI6) S 6 8HADIFEM

FERE 1 THRELALS 6 STMEDHEMEHRE T -0, £/ 3 — (3) &RELH
BT, NTFFICLVHESINDRE LA, Thbb, BlESRZMERCFEE ALRF
D5 OEMWBE25 2 LICS 6 8XTFF (73 /BEFS3~68%F) . gl &
FFRCFAEE LG RF F (73 VBEA S 3~58F. 73 /BEL 7~6 2,
TIJMENS 9~64F) FRAFF T PO VHNRTFF (Cys Glu

Gly Asn Gly Agsn Asn Phe Glu Ser Arg Glu

Ala Cys) %0, 0. 1, 1. 10pgg/ mLIEFRLAL D254 L5tN%
RN, S 6 Sk iRE LEBERIE S 21, S 6 SHMICMHIE S FIo#e L -0k
IERAZIMFH R EEANMF PRSP TECD 14 B82HE L ZORE, H3IIRT L
AW, RER R LAZEFEAME., B R L2A-BRMESRLEMEE DS 6 8X7F FTI
S6 8Pk MAESTEEOGOHMGIMIES N, MoFHF<TFF (F42673
) RO H 7T 72y hua—WHXTF FCIIBELEES NG oo LLEDOFEFE LY,
S6 8HMAICEVIMFERIZHEBEENTVEZEAEIXS 6 SHMAAHFENIIEZRLTHE D
DTHDL I EDHERINTZ, T2, S 6 8XTF RO TF RTHDL 3IFEDEH A~
TFERFA(TIoBE M) TRIHLEShEZWwWZE LY, MAOEBRTHENIIRIETD 7
TI/BU ORI ZLELTLIEDHREINL,
(ERE7) 8L 2Bk o BT & 5

FERF 1 CHEELAS 6 SIELFERI 2 CHELAZF1146—17— 29AnFE
Mt EnEEEREFBiacore3 000 (E727) 2HWTHBRI L, FT. BE
IT2S56 87 FF-—BSAZEmM1ZHBOHFEELERMKIITLAI FMEBSA (Im
ject Maleimed Activated BSA.PIERCE) #HWTH
LA KIZ, S68XNTFF=BSA%ZT7IVhy )y FEy M (E727) ZHW
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Ty —Fvy7CM5 (E727) WKEE LA, ISRy v rgEiie LTHB
S—EP (¥7a7) #fHAL. F1146—17—2MEo&HEF (50, 100, 1
50. 200, 300nM) 270—V A VT2 T ETITol, 7 RN
XS 6 8XTFRF=—BSAD 77— NVHET—F»N50 7y Ly AT FeELT]
X, Biaevaluation soft wear version3. 0 (¥Fr=z
T) RHWTERLZ, fR#ER (KD) 2EHLAESE, F1146—17— 284
4, 8X 107 MEBVWHEIIMZR L, Zh. FHICHE L - FRERN Yy HES6 8
NTFRR) 20— FNWAEOKDIZ2. 2X107 ' ° MTHo i,

(ERFS) HICD 1 4/ 20— F itk &4

8— (1) F1106—1 3— 3HAE0mE

F1106—13— 3ol (zEr—7) 2HLCT24H, CD 14D
TI/BEN T NARANS 1073 /BT8R LAXTFFIATIV ATV
(Custom SPOTs,. Sigma Genosys) ZHVWTRITLAZ, T4%b
Ly, Ay 7Ly Ew o a T Vs T7av sy 7 L%, F1106—13—3H4%
ROt &4, thte, g9 7 M v F— eI~ A b a8k, A v 7L &l
HH, X—ga l 2HWTHMAEI ST LEATF FRV2HE L, BB, XT7FFIA
TSN —=A T LTS RO, 1FHFE»S 15 4FBFTo7 I/ BEEFN%ZC
FhgD 2T I/ BEERALBTLIOTI /BTOEE L1 95 FEMImci LAz
o N WIREMM 1 — (1) EEMICEAE LA,
FOME.F1106—13—-3MAEEETFRECDI4ONEKMHELY 17 ~26FD
TR (CNFSEPQPDW) MY TLHBICHEETEZEPHLIE o/

8— (2) F1031—8—3#fkofi@ir<l >

F1031—8—3HifhotERMamMRToi-o, EHF3I— (1) m#H o IBHEhE
sCD14 (1—285) RUWOO01,/72993FLMOEMA S RUERKH 9125
HOFEZHATCOSHMIZEIYIELZ-sCD14 (1—-356). sCD14 (1
—307) S286CEHNTHETHMEZIEL 7,

F4. Hybond—C extra (F=¥vh NAFT A1) 2sCD14
(1-356) . sCD14 (1—-307) 85286C. sCD14 (1—285) F7-
ZBSA%2K250ng/AKy hTCAY 7LV ECEEML, EBEZ0. 05g/mL
DAFLINT (HBAZE) 2600, 05%Tween20, PBS (pH6. 4) T
Ty F P L, BT HHEHER, 0. 5%BSAZEH0. 05%Tween?2
0. PBS (pH6. 4) T3 u g/ mLIAFMLAF1031—8—3Hhzmi. &
BT1IEMEEE, 0. 056%Tween20. PBS (pH6. 4) THE L,
RKIZIO%HFMEEZEEL0. 05%Tween20, PBS (pH6. 4) THO
ORFIAFR LA F vy — PRI~ A &7 70 7)) 4k (DAKQ) 2B
L. 37CT300MKIE LA, MRICEELECLF vy b (Fvrvh NAFHA
LY A) THEEMRHER L. TO#FE, ELIWRTLIIWCF 103 18— 3uEix
KIBEH¥EsCD14 (1—285) ., sCD14 (1—-307) S286C, sCD1
4 (1=356) KK#EAELLY, BSALIHEEET., Ty 70CD14&HE%
BEIIEBLTDL I AEBII G oo EEDHIRECLICEY 74 0L A BIZAK
v AR SN ZEEER L. —IZARy MU ENGTWIESEERT,
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*5
sCD14 sCD14 sCDh14 BSA
(1—356) (1—307) (1—285)
S286C
ST + + + —

8— (3) F1031—8—3Aof@ir<2>

F1031—8—3#fkoiEsdd (¥ =) 2HLEICTE, £, 8— (1)
EMkIC s po t sENZITo44% spotsHETIIF1031—8—3hko#E
MEPETDZENTER Do o MALED R OHE L2 @ T2 BT, B4
S6 SHMAZERIAELLTF1031—-8—3—HRPZHWAERMI— (3) [2
1%y FA9FEIART,. F1106—1-—3FMRIcL2MIERBEZT -7,

FE, ERAI3— (3) [2] LMEKEICS 6 SHMAEBEIH L — MZEEMR100n g/
mLERIMLEIES A, Y- 28k, F1031—-8—-3—-—HRPZ&FEMT 20
W2y 6 g/ mMLOAF1106—13—34fF, v7 21 g Gk LiImErzaEan
Nw 7y —%25 4 LML, #0%RF 1031 —-8—-3—HRPHAMAZ25 . LIBML
VERBIZ— (3) [2] ERMBCHEEL L,

EOWRTEIICT AL g GHERNDOFZRTIE, HIEENZWOIIHLT, F110
6—13—3HMAEILYVF1031—8—3LERFLOHEEGHPHILEINZ, COZ LI
IV, F1031—8—-39MradiitsEBoladtdb—HIZ,. F1106—13-—
IPHAFEE LT DI ENEBINL, BE6D [HER] IRy 77 —0AOWK
Bz 100%E Lt Z3nfNEFRoOBPLIBCELIERL A,

#6
i EHZEE (%)
AT g GHfE 2
F110686—13—3%iF 70

(EfE#8) v MESTRECD 1 4HES v +

8— (1) ¥V FA»FEIAROHES v FMERK

EHif 3 — (3) THRILVERZFOHE TEIEMZRL, ERAOHlE CEMEEZ R LA H
AR, R RO S L2 AV EEEAEY v FOBERAZ RT,

<1 > BEAHPE S 6 Stk EEMHEML LA 7L —

<2 BEANAA AN FF Uy —FPEHZF1031—8—344F

(3> BERBRE (F 9 2AF NIV BT
FofoftE &

7L — b RE R

4> L= B (0. 9%NaCl, 0. 05%Tween 20iHER

<5y MBI (0. 1%BSARELPBSHH)

<6 > sk (0. 5M H, SO, &)

CT7T>E#m (CD14 (1—-307) $286C)

FiRoflEx v PEAWTHE T 2560 ERE<SEH >

<8> L — FHREF BZIFE—Max (£LVFaF57/854 24 )

8— (2) ~(11) ¥ FA v FEIAROHEST » MEEK

8— (1) AT, 8Ty FAvFEIAROHUES v FEEMAEZER 71258 T,
CIY 7T VL—=MCEMTIHEEWEEZ R T, 20 IERLFECHEZ R T, BEE
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FD L3> ~ LTy, RUSEFOHEHE (8> 18— (1) MEC,
BHEESYHI S LR E R T,

(9> 3o

8— (12) ¥ FA4vFEIAZROIEF v - OEHE G

(1) o#lEFy Mok, A3 — (3) [2] LABEEHFETHELL, Thb
5, S68VMEED—PBS (pH7. 4) TlO0ug/ mLIHARL, 14/ 71—}
(Maxisorb, NUNC) @& T WI25 0 u LI L7z, 4 CT—BEEE, A
FURBAKTHEEREL. 0. 1%StabilGuard (SurModics, In
c) 0. 1% Tween20%B8BD-—PBSEZEYITLIC1I 00 LMLy &
YU Lo RIZ1IBCD 1 4WIVImiE., 0. 1%BSAZE&H76mM PBS (pH7
4) EHMEELTO, 3, 26, 60, 100, 150ng// mLoCD14 (1-—
307) S286CEHEHEEREMAGRAYNZRE L, BERFFRANE Y TIVL220 5
OQpuLliL. 37CT2RMENSEA, FUNE TR, 0. 05%Tween20%5
CHAMAEHAKTIEESEL. 5% 7y MLE. 1%~ AMKE., bt £ 5 — PEEF
1031—8—3¥fE%20. 1%Tween20%&H76mM PBS (pHS8. 0)
TO. 6 g/ mMLICHRLAFHIESIAZEY Z VIS5 0 LEMLAZ, 37CTT2
B SGf2, FMRC S HEEEHEL, 7 b IFAF AR TP VER (TMB, BioFix)
BPEYTIVICERINLAZ, BIET2 00, 0. SMREEH Itz EIEL, TV
— FAYERER (NT—2100, HAS Y — 29 F) T450 nmOBEGELZHEL
oo BUAER LB MHE R LA, MIEREO0. 6ng/mL (7727 +38D)
D RE CHE LRI ERAEE S iz,
8— (13) ¥ FA 25 EI1AZRDKFENE
CNIEFTPICHEETA2ESTECD 1425, AR LAHERCR IZTHEELRETL2
D, 0~4 p g/ mMLOBEOEFAMBFHRTHFEINCD14%2CD14 (1—-307)
S286CHEEMIBMLT, (12) FEMRCHMEEIT>7/e 2R, HLIIRT &
JWREFAMBHETHEHNCD 14134 4 g/ mL THHEMHEE RIFTS HA o,

<1> <2> <9>
(2) |Fi1146-17-29%ifFk |F1031-8-3-HRP
(3) s68 Pk | F1106-13-3-HRP .
(4) |Fi146-17-2P0ff |F1106-13-3-HRP
(5) |FL031-8-38iff | se8 fiff-ure
(6) |Fl031-8-3%ifk |[F1l146-17-2-HRP
(7) |F1r106-13-3¥ifK |ses Hlff-HRP
(8) |F1106-13-3PUK |F1146-17-2-HRP »
(9) {F1031-8-3 Pifk SA-HRP Bio-S68 Fiflk
(10) Str F1031-8-3-HRP Bio-S68 Hifk
(11) S68 Pl SA-HRP Bio-F1031-8-3
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ORI, AU FA v T EIARIEBVTESTTECD 1 4 L OXERIGHEIZO.
3HLUTTHobhbhoiz, Thabb, RRiZ TERSTTECD 1 4 2HEHE T
KIMERZOME CEMELZ R TTEMEHERENTSH L Z LR INL,
8— (14) A v»+EIAZDHEITEF v b OIRf

(1) oFy ML MEMROFBHMEZ MG Lz (1 2) &K 3IEEORER
M7= A RS0 Za@8@EN (CV) 5. 8. 3. 6. 3. 5%, M mEMEIL6.
2. 5. 2. 5. 1%LBIFAFERTH o7, T4, BMENAEOEITEIZZE~1 0
9% L BIFTH Y, FEREH (~) v, 2208, EDTA) oBEBLED LN -
oo ED#ERIY, AF v NI MEGTFECD 1 4 2WET 2000 MERZA L
TWL Z EDRENT,
8— (15) A&7 70 ROHEEF v MEHH

C1o E#HMUE . £20f FEE#RLAZF1031—8—3H#E

2> 2y 72— MRy R 1> 2BMLATYIATrARN—=74 F— (33—G
lassArY) S, Schleicher & Schuel |&)

(3> PUEEMA 7Ly 0 S 6 SHMEDEHLT A Y REFDTHICTY FI— T A
= AR 20—+ VinEoBEHLS A ) 2L, 0. % B EA TTaryF
Lz bk —2A 7Ly (FF85,/100, Schleicher &
chuel | #)
AS>H Y ITNEFNyR:33-GlassZ 92754 3—T74A 0% —, Schle
icher & Schuell#)
CHEYMWIV/SYy K (#9003, Schleicher & Schuel |#)
(6> —hM:PBO20F9AFv s NvFry7—h (BioDotH) : <412
BT LAHMEA C2> ., €3>, «5>DHICIHENE LI 2> ~<5> %, 6> D
FZH AT TTH S

LTI ND T T r—A (w772 0 9A7HOOEMABA®D r— %)

B, (1> ~<5> OMEIIML (A) KRS,
8— (16) ~(19) Ao/ 707 ROHIES Yy FMERA

8— (15) KWIMAT, 8HIZ, EFF AN T T ED Y OESDE DR
SrfALEY Y FA v+ E I ALROHET » FEEA, RURAFS 28BN 16 7
TMBEIS LTS FEEATAHMEOMF2MALAT Y F4 v FE I AZROH
EX Y MEEFAEZESICR T, 1> MEBRLAEAYELR R T, BEEZD (2> ~ <
7> RELCTHZH, (3> WXEBATLIWHELLT, <3>— (1) BEMLx7L»
CEMHTHEEEr L. (3> — (i 1) oy ra—vSA YICEMHET2EEHE
PR T, (8> 1F. (1> EMEBRIC (2> WEBAAELLIZ (4> WEBATS, F i3k
WRINE L I3 L FBICEMT 288 TH 2 5 0 EEaMEHIEE L TR
T,

B, (16) <1>~<5>oMEIIH]1 (B) i&man, (17) ~ (20) b[E
FRICEHRE NG,
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(16) | &0 P | ses FifE < AR 2 | Bio-F1031-

Str a— L HiR 8-3 Pk
(17) | £330 Fig# | ses Uik Str Str-F1031-
Bio 8-3 PifF
(18) | &0 b@ﬁ&h Str P AR Y 7 | Bio-568 Hifk
F1031-8-3 i O—F LR
1%
(19) | &9 FEY | str 7Y FRY Z | Bio-F1031-

S68 P O— Ak 8-3 HlE

(20) | €30 Rl | F1103-13-3 | FT7 3 F R 7
L7 s68 Pifk | Piik o—F L

@F(ab')z

B, (20) <1>08a0 A FIEZRLAZS 6 8HMADOF (ab’ ) ., oz, L
TOEHITLTIT)e S6 8HENLSLDF (ab’ ) , DfEII Immobilized
Pepsin (PIERCE) 2HLTUTOL T, Thbb, S68HMAEZE
2 0mMWPEMBEEGH (pH4., 5) WEHL, bmg/ mLIHARTSL, PIERCE®
TR N LAaDoTHEBHLAZ0., 25mLl®Immobilized Pepsi
nZFRL, FAMAImMLEREEST 2, RICITCHEEBMHTL EBMBEEL, 1. bm
Lo10mM Tris—HCI1 (pH7. b) 2NMLEGEREILT 2, FIGSEZ L
DHE(1000Xg) Ly Ve bEenEdT2, RKIEp#LAEEZ ImLDopros
ep—A (Millipore) WL, WHSNAF c RUKUWNI g GEHFA S
o, FMBRIELTEEL EEZEIL, PBS (pH6. 4) W LTEN T2, F (a
b’ ) 20280 nmOEKELZHEL, WHXEHK (0. 533mg/ mLcm™ ')
IVREZENRTZ, BONALF (ab’ ) , 2ERHAL EFERICET T FTEERL,
o FEELLS 6 8HMADOFE (ab’ ) , 5,
8— (21) 7ua—AN—REKH
<1 BefbiEzdifk : RED VIOLETHRE#S 6 ¥tk
(2> arTayr— MRy FLERECLY 28REELEE (No., 63, 7 ENyFY
7 H R
3> PUMEEMA Y 7Ly DS 6 SHMEEME LA PO —2 X T LY (T RN
VT 7 HREL)
CAD> WAy iKY O EL YR F53IF3— LA (No. 28, 7 FERNFv 7 H
)
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(BEY NS DY Ty — 2 T ERTE6—27 341 9WH#E 0y — 2 (FHEHEE) ;1 (2
SWHTFTLAHEA (2>, 3>, <4 DIFEHENDL LA KC2Y ~<4y %, (5
> OHIZHHAETTH S

(ERM Q) v MESTFECD 1 4 0MH
(1) Fuafizav 7571 —-<1>

RS — (1) IKREOWUES » NHhWH T 2MIERENEFEFOYE 2RI T2 7
O, BMERBMFE2 5 VERB7 O 79710 —H5ASuperdex 200PC
3. 2/30 (77w vh NAFHTA LA WEHWSMARTSYSTEM (7<w
v h NAFH AL A) TD—PBSZREMBHE LTHWTHEL, &9z EHHA
8— (1) kat#HolExy FRUHHECD14—-EIA*v b (IBL—Hambur
g) PAVWTHIE L, DFEOEHIILMWE v 7YLb—arydy P BLUFHMWSF
)T b—arFy b (TR LANRX[FH A 2) 3BTV ES—F (158k
Da). BSA (67kDa) . *3FK7w73» (43kDa) . FTLrY)FL (25
kDa) 2ZHWTHI2%F 51U TL— b LTIT27

FoREE, MeIRTLHACTHRCD1I4—EIAX Yy NTHEHSTFEHS 7kDand
BRCD14hban, ELIWVHEDHL49~55kDaE s TEUBHCD 1
4EHETHD LW ES N, — K, FRFAIS— (1) KilfoFxy N TEFTE35 ~
45 kDafficliEREZECHNENA MESTECD 1 410k T2 ¥ — 75910
SN, FALT7 kD a2 SN adhokZ bhb, EHAIS— (1) KK
EOTy FEMPCEET AN B EAEOARBTEMIIREB LTV E Z LA EN
7o
(2) FrMra~x 7574 —-<2>

(2) —<1>EABEBMETEDIMFES 0 p | 25 VEBI IR NI T4 =% T
ASuperdex 75 10/300GL (7=¥v%h NAFHFALUA)2&DY
ERBEELT20 0mMER7 > E=vA (pH6. 8) ZHAWVWTHEL, £Fv 1 %
HWwTHlE LA TEOENRIILMWEXy ) 7 L—2a ¥y FPBLXUTHMWH v U/
L—YarvdFy b (FR¥vh NAFFAr2) »9BBSA (67kDa) . #K
7M7Y (43kDa) FENVISV =Sy (25kDa) ROVRRZ LT =+
A(13. 7kDa) 2AVTHISL%Fx Y7L — FLTITo 7%,

FORBERTICRT, £ — (1) WEHOF Y FCTIISFE25~35kDa
R, 2 MESFRECD 14k T2Y -7 H I N1,

(3) F1025—3—-1¥fE7 714274 —HFh70T R TFT 14—

(2) —<2>THNL- MEFTECD 1 4% T2~ 7MY (Bl i, 7
S7vary12) 2F1025—3—1#&7 71271 —h5L70x 97 412
fit+z e MESTECD 14 CHETBEY — 27X, 774 =5 14 —H 75 EEEEHFIC
BHEND, B, F1025—-3—-18HMK7 71 =71 — 75 -OFELFITENRIL,
WOO01,/2208554MERL1 0L LTHREIRTVEFEICELDTITY Z&AH8
TX D,

INEDFERICEY, v MESTFECD 14, B FCD 14 0RICHMHE I NDENE
AT 2HE7FS 2ICHEBROBED NS F FILERENZIAICHEL, 42 CD 14D
NE#FKLD17~26FD7 3/ BEFZEABTLIICD 1 4HMAEHEST L A FH
BEABTHD, T/, FLVEBTHTRIZ25~45kDaThn,. 5E5TRECD 14 (
Hkonative CD14) Wb ESTETHEZ AW ENG, F/2, B TEC
DI 4WHREMIGKETAHF 1025 —3— 18K, IE5FECD 1 413EE& L%,

(EHF 1 0) FHEEEENHESTECD 1 4 0illlE
A ME AR H M ME A eI 1 0FEMRA LA (E9) o F4. EEAL 24
(B3 18, &2 14)) . RUEKSERBERE (2 0BRE, 6 0#)) 2EEHS — (1

) WRHoMllEF y e HWTHEL 2,
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#9

BT | R | e B
1| B | 41 | a7y o—TBRER
2 | & | 44 | a7y I—VTREE
3 | & | 61 AN B
4 | B | 52 I FTH
5 | B | 37 RIBE
6 | i | 67 PN
7| B | 70 WA T RUERE
8 % | 51 Pantoea

agglomerans
9 | & | 81 RIEH
10| B | 77 RIEHE

MFH &S TRECD 1 40#EIEFATO., 008~0. 1004 g/ mLIiZH3HA
L. FH¥EIZ0. 044/ mMLTHolko MMEAZTIZO. 190~7. 260 pug
SmLIgAa L., FEMEZ2. Opug/ mLTHhotke ESTECD 1 4 #E ITMmER
FETREFARUEEEDRRZCUNRSME TS Y, FHEEDBEFIZEFA LB LT
EEZRTEBIIERER 4o 72,

(1 1) HEoMmMAHEHECD14ELI SAFy MEDL#g
11— (1) EEEEBREZNFTHERECD 1 4 0l

EHF 1 0omEEZTHHRCD1I4—-—EIAFy > (IBL—-Hamburg) ZANVT
HE LA, MFFOWHEECD 14 (B FECD14:E9TECD 14 DEFTEHE
) ODEBIIEFATS., 6~11., 2 g/ mLiZpAL., MILESRE TIXEHEAIFED
Bl LL7AH, %ﬁﬁmmzm%¢h SWT ST BRI CD 1 4 AVEfE%m T A
ZEFAH N, WILEREZF L OMICETEZD N L H o7,
11—(2)568m¢%mwt#;%&®m@
%%%111MELKﬁA%ECD14mmmm&wﬁﬁﬁ%ﬁoto%10K%¢i5

WHBCD 14 —E T A%y MTIRIER, SMER, BIEMICERL. 7THEREEOEL
75>‘3"&b%?}’t7§6w0)bjft’(;%#ﬁ%9— (1) oFEF v P TRIEFAE SHEEEOMIZE

ROLNZVA, EFALBRMECOEIZIES 0fFoEMEDHLN, ERHHI— (1) @
ME#VF@ME@ﬁﬁMET%ﬂ%KLﬁT%C&ﬁ%%#ﬁ&oto
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(40) IP W02004/044005
#£10
mFCD148E (kg mL) %9
EH RS HULE BfiE TR
FhEm 9 — (1) 0. 04 0. 06 2. 0 . 0
OEFw b
MRCD14—-EIA| 7. 6 9. 0 13. 2 e

WELZZEEAOEEE+3 S, D, 2y 47 Ko FECD14—-EIA 0

134pug/mL, flRCD14—-—ETA::11.

14pug/mL) & LTEMEN (%

mfE) EEEE (EHE+ZHEES) WWHTTHEITLAEREZE]L 10T T, FOMBICE
SE, WA boO—HE ((ETABE-BE+EITARE -3 /#EX100) .
BE (EIABGH-BH/HEAX100) FE2E (ETARE B/ TEEAX 10
0) ZEWMLALZA, B12FRTLAN, S TFRECD 14 —-EIATIT—HE 4

. 3%, BE100.

0%, FEEF9 3.

8% & Ay bF 7MEERETLZ ECL VELM

IEDRNZMICAERA T2 EPHENI G oie —FH. THACD14—E 1 ATIIRE
., FEELQCKRIMEZZH TE2IEEOEEMIIED b NG d o,

11
438 e et &t
B WgE | ER | SERE
£hig 9— (1) OREF v - 10 51 54 115
HRCD14—-EIA 6 51 45 102
&t 10 52 60 122
#12

'%mWQQWﬁ#v%

HMRCD14-ETA

—EE (%) 94. 3% §3. 6%
BE (%) 100. 0% 60. 0%
BB (%) 893. 8% 356. 7%

[ 2% b o> F1 1 T e 4]

AEHIZINIE, © FEDFECD 1401 ~6 8FHFTOT I/ BEH 55 ER S
NBE~3073I/ BEEISLZLZATF FRMEE LTHERI N aHMAE, RURIEFS

2~ 4 WERBOT I/ BEEI S LT FEEAST ARSI NS,
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oL miihE e MEGTECD 1 4HlEx v MIHWE Z EATE, % v M.
L MESDTECD 1 4 25EE., MEr-OFENICERIIIERETE, RERE OB
ERTH D, AHTIE, Ltz et MESTECD 1 4#lEFy P RUHIEH
ErfftTa, 2512, 2 MESDFECD 1 4 2 EFAE T2 MEDHIR W %
BT 2, 6, LEVMEOERIC AR G AT F FR UL AOER 23R4t T 2

GBS
SHQUENCE LISTING

{110> Mochida Pharmaceutical Co., Lid.

<120> Xit for measuring a low molecular human CD14 profein and antibody binding
with said protein

{130> MD068S

150>  TP2002/328866
51> 2002-11-12

150> JP2003/330775
151> 2008-09-22

160> 18

170> Patentln version 3.1

210> 1

211> 68

{2i12> PRT

213> Human

400> 1

Thr Thr Pro Glu Pro €ys Glu Leu Asp Asp Glu Asp Phe Arg Cys Val
1 b 10 15

Cys Asn Phe Ser Glu Pro GIn Pro Asp Trp Ser Glu Ala Phe Gln Cys
20 25 30

Val Ser Aia Val Glu Val Glu Ile His Ala Glv Gly Leu Asn Leu Glu
345 40 45

Pro Phe Leu Lys Arg Val Asp Ala Asp Ala Asp Pro Arg Gln Tyr Ala
50 b 60
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Asp Thr Val Lys
65

Q10 2
Q11> 16
212> PRT
(213> Human

10
400> 2

Arg Val Asp Ala Asp Ala Asp Pro Arg Gln Tyr Ala Asp Thr Val Lys
| 5 10 15

10> 3
Q1 17
212> PRT
<213> Human

20

{4000 3

Thr Thr Pro Glu Pro Cvs Glu Leu Asp Asp Glu Asp Phe Arg Cys Val
1 5 10 15

Cys
30

AL
11> 19
212> PRT
<213> Human

400> 4
40

Arg Cys Val Cys Asn Phe Ser Glu Pro Gln Pro Asp Trp Ser Glu Ala
] 5 10 15
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Phe Gln Cys

Q10> 5
211> 346
<212> PRT
<213> Human

400> 5
Thr Thr Pro Glu Pro Cys Glu Leu Asp Asp Glu Asp Phe Arg Cys Val

1 b 10 16

Cys Asn Phe Ser Glu Pro Gln Pro Asp Trp Ser Glu Ala Phe Gln Cys
20 25 30

Val Ser Ala Val Glu Val Glu Ile His Ala Gly Gly Leu Asn Leu Glu
35 40 : 45

Pro Phe Leu Lys Arg Val
50 ‘

Asp Thr Val Lys Ala Leu
65 70

Asp Ala Asp Ala Asp Pro Arg Gin Tyr Ala
55 : 60

Arg Val Arg Arg Leu Thr Val Gly Ala Ala
75 80

Gln Val Pro Ala Gln Leu Leu Val Gly Ala Leu Arg Val Leu Ala Tyr
85 90 95

Ser Arg Leu Lys Glu Leu Thr Leu Glu Asp Leu Lys Ile Thr Gly Thr
100 105 110

Mel Pro Pro Leu Pro Leu Glu Ala Thr Gly Leu Ala Leu Ser Ser Leu
115 120 125

Al 2004.5.27
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Arg Leu Arg Asn Val Ser Trp Ala Thr Gly Arg Ser Trp Leu Ala Glu
130 135 140

Leu GIn Gln Trp Leu Lys Pro Gly Leu Lys Val Leu Ser Ile Ala GIn
145 150 155 169

Ala His Ser Pro Ala Phe Ser Cys Glu Gln Val Arg Ala Phe Pro Ala 10
165 170 - 17

Leu Thr Ser Leu Asp Leu Ser Asp Asn Pro Gly Leu Gly Glu Arg Gly
180 185 190

Leu Met Ala Ala Leu Cvs Pro His Lys Phe Pro Ala lle Gln Asn Leu

195 200 205
20

Ala Len Arg Asn Thr Gly Ile Glu Thr Pro Thr Gly Val Cys Ala Ala
210 215 220

Leu Ala Ala Ala Gly Val Gln Pro His Ser Leu Asp Leu Ser His Asn
225 230 235 240

30

Ser Leu Arg Ala Thr Val Asn Pro Ser Ala Pro Arg Cys Met Trp Ser
245 250 255

Ser Ala Leu Asn Ser Leu Asn Leu Ser Phe Ala Gly Leu Glu Gln Val
260 265 . 270

Pro Lys Gly Leu Pro Ala Lys Leu Arg Val Leu Asp Leu Ser Cys Asn 40

275 280 285
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Arg Leu Asn Arg Ala Pro Gln Pro Asp Glu Leu Pro Glu Val Asp Asn

290 295

Leu Thr Leu Asp Gly Asn Pro Phe Leu Val Pro Gly Thr Ala Leu Pro

305 310

320

His Glu Gly Ser Met Asn Ser Gly Val Val Pro Ala Cvs Ala Arg Ser

325

330

335

Thr Leu Ser Val Gly Val Ser Gly Thr Leu Val Leu Leu Gln Gly Ala

340

Arg Gly Phe Ala
355

200> 6
311> 8
<212> PRT
<213> Human

400> 6

Arg Val Asp Ala Asp Ala Asp Pro

1 5

AT
211> 8
212> PRI
<2137 Human

4000 7

Val Asp Ala Asp Ala Asp Pro Arg
I ]

345

500

Al 2004.5.27
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210> 8
Q11> 8
<212> PRT
(213> Human

400> 8

Asp Ala Asp Ala Asp Pro Arg GIn

1 b

Q10> 9
Q211> 8
{212> PRT
<213> Human

400> 9

Ala Asp Ala Asp Pro Arg Gln Tyr

1 5

<2107 10
Qi 8
212> PRT
<213> Human

<400> 10
Asp Ala Asp Pro Arg Gin Tyr Ala

] 5

QI 11
211y 8
{212> PRt
{213> Human

400> 11

JP WO2004/044005 Al 2004.5.27
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Ala Asp Pro Arg Gln Tyr Ala Asp

1 b

QL 12
Q211 8
<212> PRT
<213> Human

400> 12

Asp Pro Arg Glun Tvr Ala Asp Thr

] 2

210> 13
Q1> 8
<212> PRT
<213> Human

<400> 13

Pro Arg Gln Tyr Ala Asp Thr Val
1 5

Q10> 14
Q21> 8
212> PRT
<213> Human

400> 14

Arg Gln Tyr Ala Asp Thr Val Lys

1 b

Q210> 15
211> 13
<{212> DNA

JP WO2004/044005 Al 2004.5.27
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QI3

<2207
Q223>

400>

Artificiai Sequence

Oligomer:§ linkS

15

agciiaggaa 11t

210
Q1
1
{13

290>
{923

400>

16

13

DNA

Artificial Sequence

O0ligomer:8 linkA

16

ciagaaalic cla

10
Q1
Y
{213

220>
<228

400>

17

26

DNA

Artilicial Sequence

Sense Primer

17

acalclagal gaccacgeca gaacct

{0
Q11>
Q1
Q13

220>
223>

<400>

18
30
DNA
Artilicial Sequence

Aniisense Primer

18

{tlgeaicel taciagagal cgagcaatel
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26

30
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